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exploratory analysis of baseline HER2-related biomarkers
in DESTINY-Gastric03 Part 2

multiple countries for locally advanced or metastatic HER2+ GC or GEJA after an indicated
HER2-directed regimen>6

e DESTINY-GastricO3 is a Phase 1b/2 multipart study evaluating T-DXd-based combinations _
in advanced HER2-expressing GC, GEJA, or EA’ e Eastern Cooperative Oncology Group performance status of O or 1

IHC 2+/ISH+ per local assessment) GC, GEJA, or EA*

e Treatment naive for advanced or metastatic disease

T-DXd 6.4 mg/kg* + FPS

— Preliminary results from Part 2 (dose expansion) showed antitumor activity for first-line

T-DXd alone and in combination with a fluoropyrimidine (FP; 5-fluorouracil or capecitabine)
and/or pembro in advanced HER2+ GC, GEJA, or EA8 e Concordance of baseline tumor and plasma HERZ2 amplification with central HER2 IHC/ISH status

(HER2+: HER2 IHC 3+ or IHC 2+/ISH+; HER2-: HER2 IHC 2+/ISH-negative (ISH-) or IHC 1+/0) was
assessed according to positive percentage agreement (PPA) and negative percentage agreement (NPA)

T-DXd 6.4 mg/kg* + FP$ + pembro*
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e An exploratory biomarker analysis of the Phase 2 DESTINY-GastricO1 study, evaluating T-DXd 6.4 mg/kg + pembro

T-DXd 6.4 mg/kg versus third- or later-line chemotherapy in advanced HER2+ GC or GEJA,

showed that baseline HER2-associated biomarkers correlated with T-DXd antitumor activity® e ORRSs were reported by local and central HER2 IHC/ISH status (HercepTest for central IHC) and by
plasma (GuardantOMNI) and tumor (FoundationOneCDx) HERZ2 (ERBBZ2) amplification

T-DXd: IV Q3W. Pembro: 200 mg IV Q3W. *Following the initiation of Part 2, the US Food and Drug Administration approved pembro with trastuzumab and chemotherapy in first-line HER2+ advanced GC/GEJA (PD-L1 CPS 21), and pembro with chemotherapy in first-line EA/GEJA (PD-L1 CPS 21);
therefore, Part 2 was amended to include T-DXd-based arms with pembrolizumab and/or FP, and enroliment of patients with HER2+ EA;* ttrastuzumab 8 mg/kg initial dose then 6 mg/kg IV Q3W, investigator choice of 5-FU 800 mg/m? continuous IV infusion, Days 1-5, Q3W, or capecitabine

1000 mg/mZ orally, BID, Days 1-14, Q3W, and investigator choice of cisplatin 80 mg/m?2 IV, Q3W, or oxaliplatin 130 mg/m2 IV, Q3W; *¥dose in combination with FP established in Part 1; Sinvestigator choice of 5-FU 600 mg/m?2 continuous IV infusion, Days 1-5, Q3W, or capecitabine 1000 mg/m?2 orally,
BID, Days 1-14, Q3W (dose established in Part 1); linvestigator choice of 5-FU 600 mg/m? continuous IV, Days 1-5, Q3W, or capecitabine 750 mg/m? orally, BID, Days 1-14, Q3W; Tinvestigator assessed per RECIST 1.1. 5-FU, 5-fluorouracil; BID, twice daily; CPS, combined positive score;

DCR, disease control rate; DOR, duration of response; EA, esophageal adenocarcinoma; FP, fluoropyrimidine; GC, gastric cancer; GEJA, gastroesophageal junction adenocarcinoma; HER2(+), human epidermal growth factor receptor 2(—positive); IV, intravenous; ORR, objective response rate;

OS, overall survival; PD-L1, programmed cell death ligand 1; pembro, pembrolizumab; PFS, progression-free survival; Q3W, every 3 weeks; RECIST, Response Evaluation Criteria in Solid Tumours; T-DXd, trastuzumab deruxtecan

Exploratory:

e Subgroup analyses by baseline
HER2-associated biomarkers
e This poster explores the relationship between baseline HER2-associated biomarkers
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Results

e At data cutoff (February 28, 2025), 230 patients had been assigned treatment in Part 2; of these,
229 patients had received treatment across six arms

Efficacy

Table 2. Agreement between local and central HER2 IHC results

e Higher investigator-assessed confirmed ORRs were observed for patients with central HER2+ GC,
GEJA, or EA versus those with HER2- tumors within treatment arms except in the trastuzumab +
FP + cisplatin/oxaliplatin and T-DXd 5.4 mg/kg + FP + pembro arms (Figure 1)

HER2 status by central testing

—  Trastuzumab + FP + cisplatin/oxaliplatin: 18.4 (1.3-53.7) months HER2 status by local

School of Medicine, Seoul, Republic of Korea testing, n (%) IHC 3+ IHC 2+/ISH+  IHC 2+/ISH- IHC 1+ IHC 0 Total _ _ _ _ _ _
_  T-DXd 6.4 mg/kg: 16.7 (0.4-46.9) months — Investigator-assessed conflrmed QRRS were gengrally hlghgr among p.altlen.ts Wlt.h pasellne
IHC 3+ 134 (80.7) 9 (5.4) 11 (6.6) 4(2.4) 8 (4.8) 166 tumor or plasma HERZ2 amplification compared with those without amplification within treatment
Ob t — T-DXd 6.4 mg/kg + FP: 21.3 (0.7-41.4) months arms, respectively, except in the trastuzumab + FP + cisplatin/oxaliplatin arm
jeC Ive T-DXd 6.4 mg/kg + FP + pembro: 18.0 (0.4-33.2) months IHC 2+/ISH+ 14 (42.4) 3(9.1) 7 (21.2) 7 (21.2) 2 (6.1) > e Trends of longer investigator-assessed PFS (hazard ratio <0.7) were observed for patients with
e To present the DESTINY-Gastric03 (NCT04379596) Part 2 exploratory analysis, evaluating baseline human epidermal growth factor Total 148 12 18 1 10 199 baseline tumgr HER? argnp"fication versus those without amplification in the T-DXd%.4 mg/kg,

— T-DXd 6.4 mg/kg + pembro: 15.1 (1.3—-33.4) months

Missing/unknown data for n=2 local IHC, n=1 local ISH, n=3 central ISH, and n=24 central IHC results (missing central HER2 IHC results were
predominantly due to insufficient tumor content or samples not meeting protocol-defined requirements or being outside of the stability window)
HERZ2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH(+/-), in situ hybridization(—positive/~negative)

Figure 1. Confirmed ORRs by HER2 status

Response/total,
n'n (%) [95% CI]

HER2 IHC 3+ (local testing) . . 20/26 (76.9) [56.4, 91.0]
HER2 IHC 2+/ISH+ (local testing) : | 2/3

receptor 2 (HER2)—related biomarkers in advanced HER2-positive (HER2+; immunohistochemistry [IHC] 3+ or IHC 2+/in situ
hybridization—positive [ISH+]) gastric cancer (GC), gastroesophageal junction adenocarcinoma (GEJA), or esophageal adenocarcinoma — T-DXd 5.4 mg/kg + FP + pembro: 12.9 (1.0-17.2) months
(EA) treated with first-line trastuzumab deruxtecan (T-DXd)-based regimens

T-DXd 6.4 mg/kg + FP + pembro, and trastuzumab + FP + cisplatin/oxaliplatin arms (Figure 2)

— Trends of longer investigator-assessed PFS (hazard ratio <0.7) were observed for patients with
baseline plasma HERZ2 amplification versus those without amplification in the T-DXd 6.4 mg/kg,
T-DXd 6.4 mg/kg + pembro, and trastuzumab + FP + cisplatin/oxaliplatin arms

e Baseline demographics and clinical characteristics by treatment arm are summarized in Table 1

Conclusions e Overall, 80.4% (n=160/199) of HER2+ (IHC 3+ or IHC 2+/ISH+) GCs, GEJAs, or EAs by
local testing were centrally scored as HER2+ (Table 2)

Figure 2. Hazard ratios for PFS by HER2 amplification status

e Agreement (80.4%) between HER2 IHC results by local testing with HER2 positivity (IHC 3+ or IHC 2+ / ISH+) and by central testing was
broadly consistent with prior studies in GC'2

e Of the GCs, GEJAs, and EAs scored as HER2 IHC 3+ and IHC 2+/ISH+ by local testing,
86.1% (n=143/166) and 51.5% (n=17/33) scored as HER2+ by central testing, respectively

c
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g Sex, n (%) & ] Ika + FP + permb |
Plain lanauaae summa 2 Tumor HER2amp detected o 12/19 (63.2) [38.4, 83.7] T-DXd 6.4 mglkg pembro |
g g ry 2 Tumor HER2amp ND Ps , 1/5  (20.0) [0.5,71.6] Tumor HER2amp detected (19) vs ND (5) l—‘—i 0.3 (0.1, 1.0)
Wh did . " o Female 10 (34.5) 13 (30.2) 10 (24.4) 10 (23.3) 8 (19.5) 3(94) a Plasma HER2amp detected P 13/19 (68.4) [43.4, 87 4] Plasma HER2amp detected (22) vs ND (13) — 1.0 (0.4, 2.2)
yd “,’e pertorm this research ) ) ) ) . o Plasma HER2amp ND o 3/13 (23.1) [5.0, 53.8] |
Human epidermal growth factor receptor 2 (HER2) is a protein found at high levels in some cancers (known as HER2-positive ECOG PS, n (%) T-DXd 6.4 mg/kg + pembro |
. . . . . I
or HER2+), |nclud|r?g those in the stoma.\ch (gastric cancer [GC]), where the stomach meets the food pipe (gastroesophageal ) 3 as o1 488 o463 ’a (53 5 ’a (56 1 7 (a1 HER2 IHC 3+ (local testing) , ® 28/35 (80.0) [63.1, 91.6] Tumor HER2amp detected (14) vs ND (9) | : @ | 1.3 (0.5, 3.6)
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(T-DXd) is an antibody-drug conjugate, which is a chemotherapy with a linker (together called deruxtecan) joined to an 1 e P R G BEeG) B 3 HER2+ (central testing) . ® 26/32 (81.3) [63.6, 92.8] T-DXd 5.4 mglkg + FP + pembro* i
antibody (trastuzumab). T-DXd binds to HER2 on the surface of cancer cells. Once inside the cell, it releases the ' ' ' ' ' ' E o HER2- (central testing) - | 2/5  (40.0) [5.3, 85.3] Plasma HER2amp detected (22) vs ND (10) : 0.8 (0.3, 2.5)
chemotherapy to kill these cells.*> T-DXd is approved in multiple countries for people with previously treated HER2+ GC or Primary tumor site, n (%) ©+ Tumor HER2amp detected O 16/21 (76.2) [52.8, 91.8] < Longer PFS | Shorter PFS —»
GEJA that has spread from its original site to other parts of the body (known as advanced or metastatic cancer).% Initial results ’ E. Tumor HER2amp ND ® 2/3  (66.7) [9.4,99.2] | 9 — | | |
from Part 2 of the DESTINY-GastricO3 study showed that T-DXd alone or combined with chemotherapy and/or pembrolizumab Esophagus 0 0 0 8 (18.6) 10 (24.4) 4 (12.5) " Plasma HER2amp detected | ® 20/23 (87.0) [66.4, 97.2] 0 05 1 2 3 4
(a cancer drug that targets a protein called programmed cell death protein 1) decreased the size or number of selected tumors Plasma HER2amp ND ® ' 9/15 (60.0) [32.3, 83.7] HR (95% CI)
(known as an objective response) in people with HER2+ GC, GEJA, or EA who had not received any prior treatment for Stomach 23 (79.3) 29 (67.4) 22 (53.7) 27 (62.8) 25 (61.0) 21(65.6) Data for patients with an unknown HER2amp status are not shown. *Data for the tumor HER2amp subgroup were not available _
. . 89 . . T . HER2 IHC 3+ (local testing) - 21/35 (60.0) [42.1, 76.1] Cl, confidence interval; FP, fluoropyrimidine; HER2, human epidermal growth factor receptor 2; HER2amp, HERZ2 amplification; HR, hazard ratio;
advanced or metastatic disease.®” Studying how different HER2 characteristics impact response to T-DXd-based treatment _ ' o ND, not detected; pembro, pembrolizumab; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan
o+ ’ ’ p ’ p ’ ’ p g ’ ’
: : : : HER2 IHC 2+/ISH+ (local testing) ® 47  (57.1) [18.4,90.1]
regimens may help to better understand which people are most likely to benefit from such treatment. GEJ 6 (20.7) 14 (32.6) 19 (46.3) 8 (18.6) 6 (14.6) 7 (21.9) 2o HER2+ (central testing) o 22/34 (64.7) 6.5, 80.3]
_ _ g "9 ° 5 (20.0) 10.5 716 Concordance of HER2 amplification with central HER2 IHC/ISH status
How did we perform this research? Local HER2 status, n (%) <8 HER2- (central testing) (20.0) [0.5, 71.6] o |
In DESTINY-Gastric03 Part 2, participants with advanced GC, GEJA, or EA received either trastuzumab (HER2-targeting o Tumor HER2amp detected ® 12/19 (63.2) [38.4, 83.7] e PPAof tumor and plasma HERZ2 amplification with HER2+ tumors was 96.2% (n=76/79) and 73.1%
antibody) + chemotherapy, or T-DXd alone or in combination with chemotherapy and/or pembrolizumab. Participants had not IHC 3+ 26 (89.7) 37 (86.0) 35 (85.4) 35 (81.4) 32 (78.0) 26 (81.3) an o T:EZZHERZST" i\'[; ¢ | 5 (20.0) [0.5,71.6] (n=95/130), respectively; NEA oitumor or plasmao HE’E’Z amplification with HER2-= (IHC 2+/ISH-,
received any prior treatment for advanced disease. This analysis evaluated treatment responses according to high or lower - asmpa:asma :IrEnIzZaem ec :D . O :1;1/22 (gg.f) [2561;32651] IHC 1+/0) tumors was 90.9% (n=20/22) and 81.1% (n=30/37), respectively (Table 3)
levels of HER2 (known as the immunohistochemistry [IHC] status) determined at local testing sites versus one specialized IHC 2+/ISH+ 3(10.3) 5 (11.6) 5(12.2) 7 (16.3) 9 (22.0) 6 (18.8) p ________________________________________________________________________________ ()[] i i » i
(central) HER2 testing site, which ensured consistent use of the same HER?2 testing protocol for all samples. Treatment R e - SR (05 [L617 108 Table 3. Concordance of baseline tissue and plasma HER2 amplification
responses according to whether participants carried extra copies of the HER2 (ERBBZ2) gene, determined by assessing DNA ISH unknown 0 0 0 1(2.3) 0 0 @  HER2IHC 2+/ISH+ (local testing) o 6/9 (66:7) [29:9’ 92:5] with central HER2 IHC/ISH status
from participants’ tumors (tumor DNA) or blood plasma (circulating tumor DNA), were also evaluated. - 5 123) 1 24) 0 0 0 E, o HER2+ (central testing) | @ 17/26 (65.4) [44.3, 82.8] HER2 status b ral tost
: . o . Status Dy central testing
. g . o < E HER2- (central testing) @ 6/12 (50.0) [21.1, 78.9]
What were the findings of this research’ ©3 Tumor HER2amp detected . 10/14 (71.4) [41.9, 91.6] HER2+ HER2- Total
. , : : Central HER2 status, n (%) <
Overall, we found that participants with advanced GC, GEJA, or EA with elevated HER2 expression by IHC (per local or central ’ X+ Tumor HER2amp ND ® 5/9  (55.6) [21.2, 86.3] HC 3+ IHC 2+ IHC 2+ HC 1+ IHC O
testing) or extra copies of the HER2 gene had greater objective responses to T-DXd-based regimens, compared with those with HC 3+ 18 (62.1) 30 (69.8) 31 (75.6) 30 (69.8) 24 (58.5) 17 (53.1) - Plasma HER2amp detected o— 15/16 (93.8) [69.8, 99.8] /ISH+ /ISH-
lower HER2 expression by IHC (per local or central testing) and/or without extra copies of the HERZ2 gene. ' ' ' ' ' ' Plasma HER2amp ND O 6/17 (35.3) [14.2,61.7] Detected 72 (92.3) 4 (5.1) 1(1.3) 0 1(1.3) 78
----------------------------------------------------------------------------------------------------------------------------------- Tumor HER2
What are the implications of this research? IHC 2+/ISH+ 1(3.4) 1(2.3) 1(2.4) 4 (9.3) 2 (4.9) 3(9.4) HER? IHG 3+ (iocal testing) TIPS (1) [5212) B9l amplification, n (%) Not detected 2(8.7) 1(4.3) 8 (34.8) 7(30.4) 5(21.7) 23
: : : L : + . Total 74 7 101
These results provide further evidence of the benefit of T-DXd-based treatment combinations for people with advanced or IHC 2+/ISH- 1(3.4) 4(9.3) 2 (4.9) 1(2.3) 4(9.8) 6 (18.8) 2 o HERZIHC 2+/ISH+ (local testing) 5/6  (83.3) [35.9,99.6] ota . > ? ) 0 0
metastatic HER2+ GC, GEJA, or EA who have not received any prior treatment for advanced or metastatic disease. 22 HER2+ (central testing) 14/20 (70.0) [45.7, 88.1] PPA 96.2% (n=76/79) NPA 90.9% (n=20/22)
_ _ IHC 2+/ 1(34 0 1(24 0 1(24 0 <2 HER2- (central testing) 57 (71.4) [29.0, 96.3] Detected 91 (89.2) 4 (3.9) 5 (4.9) 1(1.0) 1(1.0) 102
Where can | access more information? ISH unknown (34) (24) (24) il + Tumor HER2amp detected Not available _ Plasma HER2 Not detected 28 (43.1) 7 (10.8) 13 (20.0) 7 (10.8) 10 (15.4) 65
For more information about DESTINY-Gastric03, please visit https://clinicaltrials.gov/study/NCT04379596. You can also speak IHC 1+ 5 oW Tumor HER2amp ND Not available - amplification, n (%)
: . ) (6.9) 1(2.3) 2(4.9) 3(7.0) 3(7.3) 0 - Total 119 11 18 8 11 167
to your doctor about this and other clinical studies. Plasma HER2amp detected 18/22 (81.8) [59.7, 94.8]
1. Jargensen JT, Hersom M. J Cancer. 2012;3:137-144; 2. Gravalos C, Jimeno A. Ann Oncol. 2008;19:1523-1529; 3. Gowryshankar A, et al. J Gastrointest Oncol. 2014;5:25-35; 4. Nakada T, et al. Chem Pharm Bull | | | | | Missing/unknown IHC/ISH for seven patients with tumor HERZ2 amplification results and 22 patients with plasma HER2 amplification results
(Tokyo). 2019;67:173-185; 5. Ogitani Y, et al. Clin Cancer Res. 2016;22:5097-5108; 6. Enhertu (fam-trastuzumab deruxtecan-nxki): highlights of prescribing information. 2025. Available from: . 20 40 60 80 100 HER2(+/-), human epidermal growth factor receptor 2(—positive/~negative); IHC, immunohistochemistry; ISH(+/-), in situ hybridization(—positive/
https://www.accessdata.fda.gov/drugsatfda_docs/label/2025/761139s032s035Ibl.pdf (Accessed February 4, 2026); 7. Enhertu (trastuzumab deruxtecan): summary of product characteristics. 2025. Available from: Missing 5(17.2) 5 (11.6) 3(7.3) 4 (9.3) 2(4.9) 5(15.6) —negative); NPA, negative percentage agreement; PPA, positive percentage agreement

https://www.ema.europa.eu/en/documents/product-information/enhertu-epar-product-information_en.pdf (Accessed February 4, 2026); 8. Janjigian YY, et al. Oral presentation at ESMO 2024 (Abstract 14010);
9. Janjigian YY, et al. Poster presentation at ASCO Gl 2025 (Poster 448)

ECOG PS, Eastern Cooperative Oncology Group performance status; FP, fluoropyrimidine; GEJ, gastroesophageal junction; HER2, human epidermal

growth factor receptor 2; IHC, immunohistochemistry; ISH(+/-), in situ hybridization(—positive/-negative); pembro, pembrolizumab;

T-DXd, trastuzumab deruxtecan

HER2+: HER2 IHC 3+ or IHC 2+/ISH+; HER2-: HER2 IHC 2+/ISH- or IHC 1+/0. Data for patients with unknown HER2 IHC or amplification status are not shown.

*Investigator assessed per RECIST 1.1
Cl, confidence interval; FP, fluoropyrimidine; HER2(+/-), human epidermal growth factor receptor 2(—positive/-negative); HER2amp, HERZ2 amplification;

IHC, immunohistochemistry; ISH(+/-), in situ hybridization(—positive/—negative); ND, not detected; ORR, objective response rate; pembro, pembrolizumab;
RECIST, Response Evaluation Criteria in Solid Tumours; T-DXd, trastuzumab deruxtecan

Confirmed ORR* (%) [95% CI]

Limitations

e |Interpretation of subgroup analyses were limited by sample sizes within treatment arms

e Collection of patient tissue and plasma samples was not time matched
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